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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
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(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 
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Ht H Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
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3 Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 
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VII El Certain defects in the international application 

VIII H Certain observations on the international application 
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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1-15 as originally filed 

Claims, No.: 

1 -29 as originally f iled 

Drawings, sheets: 

1/5-5/5 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 23-28. 

because: 
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□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specif)?): 



□ the description, claims or drawings (indicate particular elements belovrf or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

K no international search report has been established for the said claims Nos. 23-28. 
IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 
68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

□ complied with. 

□ not complied with for the following reasons: 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

□ all parts. 

E3 the parts relating to claims Nos. 1-22,29. 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. 



Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1 



22,29 



Inventive step (IS) 



Yes 
No: 



Claims 
Claims 



1 



22,29 



Industrial applicability (IA) Yes: Claims 1-22,29 

No: Claims 

2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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SECTIONS III & IV 

1 . The applicant has not responded to the search authorities lack of unity of 

invention finding and its request to restrict the claims or pay additional search fe 
(see I.S.A. form 210). Therefore the only claims covered by the International 
search report are 1-22 and 29. The examination will therefore be carried out on 
the subject matter of these claims only (Rule 40.1 PCT). 



SECTION V 

1 . The subject matter of the claims (1 -22,29) appears to fulfill the requirement of 
Article 33(2) PCT. It would appear that although D1 (W091/13666) mentions on p. 
2, lines 21-27, that a polymerase was immobilised upon an ion exchange column, 
it'was apparently also immobilised with the primer. Therefore the present subject 
matter differs from that mentioned in D1 insofar as the primer and target 
sequence are not co-immobilised with the polymerase. 

2. The subject matter of the claims (1-22,29) also appears to fulfill the requirements 
of Article 33(3) PCT. The present invention is based upon the realisation that the 
polymerase's conformation/mass changes when a nucleotide is included into the 
growing chain. Measurement of this change can be detected by immobilising the 
polymerase upon a sensor designed to detect the said change. The use of 
conformational/mass change was not taught or hinted at or even used to detect 
incorporation of nucleotides into the growing chain at all in the prior art disclosed. 
Consequently the method appears to involve an inventive step. 



SECTION VII 

1. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the document D1 is not mentioned in the description, nor is this 
document identified therein. 



SECTION VIII 

1 . The wording of claim 1 is unclear and therefore fails to fulfil the requirement of 
Article 6 PCT. The wording of the claim, and in particular section (i), is written in 
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an ambiguous manner such that the skilled person reading the claim is not sure 
whether the target nucleotide or the polymerase or the nucleotides are individually 
immobilised or not. It is assumed that only the polymerase is intended to be 
immobilised as this is apparently the only embodiment covered by the examples. 

2. The subject matter of claim 22 fails to fulfill the requirement of Article 6 PCT 
because it is considered that the subject matter of this claim encompasses 
polymerases bound to sensors that do not necessarily detect conformational/mass 
changes. In other words the claim fails to clearly mention the type of sensor to 
which the polymerase is bound. 
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